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1. The disclosure is objected to because of the following informalities: The status of all U.S. 
patent applications referred to in the specification (see especially page 34, line 22) should be 
updated. Appropriate correction is required. 

2. Claims 1-8, 11-17, 19, 31, 36, and 37 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. Claims 1, 19, 36, and 37 are indefinite because 
they do not recite what constitutes Formula I. To the extent that Applicants may be relying on 
the disclosure of Formula I in the specification, it should be noted that claims are to be complete 
in and of themselves. Applicants have not shown that there is no practical way to insert the 
definition of Formula I into the claims. See MPEP 2173. 05(s). 

3. Claim 7 is objected to because of the following informalities: At claim 7, line 2, a 
comma should be inserted after "ovarian cancer". Appropriate correction is required. 

4. The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 

Claims 1, 2, 1 1-19, 31, 36, and 37 are provisionally rejected under the judicially created 
doctrine of obviousness-type double patenting as being unpatentable over claims 1-21 of 
copending Application No. 09/374,724 Although the conflicting claims are not identical, they 
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are not patentably distinct from each other because the claims of the '724 application anticipate 
instant claims 1, 2, 15, and 18. Note that claim 13 of the '724 application recites the treatment of 
neoplasms, tumors, or cancers. With respect to instant claim 19, because the subject, the active 
agent, and the method steps are the same in the claimed method of the 4 724 application as are 
claimed by Applicants, inherently angiogenesis will be inhibited in the claimed method of the 
'724 application to the same extent claimed by Applicants. With respect to instant claims 12-14, 
31, 36, and 37, it would have been obvious to one of ordinary skill in the art to combine the 
chemotherapeutic method claimed in the '724 application with other known methods of treating 
neoplasms, tumors, or cancers, including surgery or treatment with other anti-cancer compounds, 
because it is routine in the cancer therapy arts to combine treatments in order to optimize 
treatment of the cancer. With respect to instant claims 11, 16, and 17, it would have been 
obvious to one of ordinary skill in the art to treat neoplasms, tumors, or cancers in the claimed 
method of the '724 application in any subject with neoplasms, tumors, or cancers, including 
those patients recited in instant claims 11, 16, and 17, because it is desirable to treat neoplasms, 
tumors, or cancers in any patient in which they are found and because the hemopoietic activity or 
HIV status of such a patient would not have been expected adversely to affect the patient's 
ability to be treated in the claimed method of the '724 application. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

5. Instant claims 1-8, 11-19, 31, 36, and 37 are deemed to be entitled under 35 U.S.C. 
119(e) to the benefit of the filing date of provisional application 60/135,861 because the 
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provisional application, under the test of 35 U.S.C. 1 12, first paragraph, is deemed to disclose the 
instant claimed invention. 

Because copending application 09/374,724 currently does not have a claim for priority 
under 35 U.S.C. 119(e), the '724 application is not provisionally available as prior art under 35 
U.S.C. 102(e) against instant claims 1-8, 1 1-19, 31, 36, and 37. If the '724 application is 
amended to include a claim for priority under 35 U.S.C. 1 19(e), then the examiner will have to 
reconsider this issue and, if necessary, will make all appropriate rejections under 35 U.S.C. 
102(e) and/or 103. 

It should also be noted that to the extent that the instant claims might be amended in the 
future, especially with respect to any definition of formula I which might be inserted into the 
instant claims, the examiner will have to reconsider the above analysis as to whether the claims 
as amended are entitled under 35 U.S.C. 1 19(e) to the benefit of the filing date of the provisional 
application. 

6. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 
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This application currently names joint inventors. In considering patentability of the 

claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 

claims was commonly owned at the time any inventions covered therein were made absent any 

evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 

the inventor and invention dates of each claim that was not commonly owned at the time a later 

invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 

and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

For the purposes of this invention, the level of ordinary skill in the art is deemed to be at 
least that level of skill demonstrated by the patents in the relevant art. Joy Technologies Inc. v. 
Quigg, 14 USPQ2d 1432 (DC DC 1990). One of ordinary skill in the art is held accountable not 
only for specific teachings of references, but also for inferences which those skilled in the art 
may reasonably be expected to draw. In re Hoeschele, 160 USPQ 809, 811 (CCPA 1969). In 
addition, one of ordinary skill in the art is motivated by economics to depart from the prior art to 
reduce costs consistent with desired product properties. In re Clinton, 188 USPQ 365, 367 
(CCPA 1976); In re Thompson, 192 USPQ 275, 277 (CCPA 1976). 

7. Claims 1, 2, 15, and 19 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Powers et al (U.S. Patent No. 5,543,396). Powers et al teach the use of DPP-IV inhibitors to 
control tumor invasion. See, e.g., column 1, lines 13-22 and 54-57; column 3, lines 19-24; and 
column 16, lines 11-15. The inhibitors of Powers et al satisfy Applicants' Formula I as defined 
in the specification. Because the subject, the active agent, and the method steps are the same in 
Powers et al as are claimed by Applicants, inherently angiogenesis will be inhibited in Powers et 
al to the same extent claimed by Applicants. 

8. Claims 11, 16, and 17 are rejected under 35 U.S.C. 103(a) as being obvious over Powers 
et al (U.S. Patent No. 5,543,396). Application of Powers et al is the same as in the above 
rejection of claims 1, 2, 15, and 19. Powers et al do not describe the subjects being treated to 
control tumor invasion as being otherwise free of symptoms calling for hemopoietic stimulation, 
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as having normal hemopoietic activity, or as being HIV negative. However, Powers et al do not 
set forth any limitations on the type of subjects who can be treated to control tumor invasion. It 
would have been obvious to one of ordinary skill in the art at the time Applicants' invention was 
made to control tumor invasion according to the method of Powers et al in any subject, including 
those patients recited in instant claims 1 1, 16, and 17, because it is desirable to control tumor 
invasion in any patient in which tumors are found, and because the hemopoietic activity or HIV 
status of such a patient would not have been expected adversely to affect the patient's ability to 
be treated in the method of Powers et al. 

9. Claims 12-14, 31, 36, and 37 are rejected under 35 U.S.C. 103(a) as being obvious over 
Powers et al (U.S. Patent No. 5,543,396) as applied against claims 1, 2, 15, and 19 above, and 
further in view of O'Reilly et al or Brooks et al. Powers et al do not disclose combining their 
DPP-IV inhibitors with other anti-cancer or anti-angiogenic compounds in the treatment of tumor 
invasion, and do not disclose practicing their method in combination with surgical methods of 
tumor treatment. O'Reilly et al (see, e.g., column 14, lines 20-27) and Brooks et al (see, e.g., 
column 8, lines 13-25) disclose that it is known to combine surgical, chemotherapeutical, and 
anti-angiogenic treatments in treating tumors. It would have been obvious to one of ordinary skill 
in the art at the time Applicants' invention was made to combine the tumor treatment of Powers 
et al with other known methods of treating tumors, including surgery or treatment with other 
anti-tumor compounds including angiogenesis inhibitors, because O'Reilly et al and Brooks et al 
show that it is routine in the cancer therapy arts to combine treatments in order to optimize 
treatment of the cancer. 
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10. Claims 1, 2, 5, 7, 15, and 19 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Kinder et al (U.S. Patent No. 4,963,655). Kinder et al teach treating tumors by administering 
protease inhibitors comprising boronic acid analogs of amino acids. Tumors to be treated 
include melanoma, human lung carcinoma, and murine leukemia. See, e.g., the abstract; and 
column 2, lines 44-63. In view of the similarity in structure and functional between the 
inhibitors of Kinder et al and Applicants' compounds of Formula I, the inhibitors of Kinder et al 
are deemed inherently to comprise a targeting group which binds to the reactive site of FAP-a or 
other post proline-cleaving enzyme and to comprise a reactive group capable of reacting with a 
functional group in FAP-a or other post proline cleaving enzyme. Sufficient evidence of 
similarity is deemed to be present between the inhibitors of Kinder et al and Applicants' 
compounds of Formula I to shift the burden to Applicants to provide evidence that their 
compounds of Formula I are unobviously different than the inhibitors of Kinder et al. Because 
the subject, the active agent, and the method steps are the same in Kinder et al as are claimed by 
Applicants, inherently angiogenesis will be inhibited in Kinder et al to the same extent claimed 
by Applicants. 

11. Claims 1 1, 16, and 17 are rejected under 35 U.S.C. 103(a) as being obvious over Kinder 
et al (U.S. Patent No. 4,963,655). Application of Kinder et al is the same as in the above 
rejection of claims 1, 2, 5, 7, 15, and 19. Kinder et al do not describe the subjects being treated 
for tumors as being otherwise free of symptoms calling for hemopoietic stimulation, as having 
normal hemopoietic activity, or as being HIV negative. However, Kinder et al do not set forth 
any limitations on the type of subjects who can be treated to control tumor invasion. It would 
have been obvious to one of ordinary skill in the art at the time Applicants' invention was made 
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to treat tumors according to the method of Kinder et al in any subject, including those patients 
recited in instant claims 11, 16, and 17, because it is desirable to treat tumors in any patient in 
which tumors are found, and because the hemopoietic activity or HIV status of such a patient 
would not have been expected adversely to affect the patient's ability to be treated in the method 
of Kinder et al. 

12. Claims 12-14, 31, 36, and 37 are rejected under 35 U.S.C. 103(a) as being obvious over 
Kinder et al (U.S. Patent No. 4,963,655) as applied against claims 1, 2, 5, 7, 15, and 19 above, 
and further in view of O'Reilly et al or Brooks et al. Kinder et al do not disclose combining their 
inhibitors with other anti-cancer or anti-angiogenic compounds in the treatment of tumors, and 
do not disclose practicing their method in combination with surgical methods of tumor treatment. 
O'Reilly et al (see, e.g., column 14, lines 20-27) and Brooks et al (see, e.g., column 8, lines 13- 
25) disclose that it is known to combine surgical, chemotherapeutical, and anti-angiogenic 
treatments in treating tumors. It would have been obvious to one of ordinary skill in the art at the 
time Applicants' invention was made to combine the tumor treatment of Kinder et al with other 
known methods of treating tumors, including surgery or treatment with other anti-tumor 
compounds including angiogenesis inhibitors, because O'Reilly et al and Brooks et al show that 
it is routine in the cancer therapy arts to combine treatments in order to optimize treatment of the 
cancer. 

13. Claims 1, 2, 4-7, 15, and 19 are rejected under 35 U.S.C. 102(b) as being anticipated by 
the WO Patent Application 95/15309. The WO Patent Application '309 teaches preventing the 
metastases of breast and prostate tumors to the lungs by administering DP-IV inhibitors. See, 
e.g., the abstract and page 3, lines 10-11 and 17-18. Breast and prostate tumors are epithelial in 
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origin. Because the subject, the active agent, and the method steps are the same in the WO 
Patent Application '309 as are claimed by Applicants, inherently angiogenesis will be inhibited 
in the WO Patent Application '309 to the same extent claimed by Applicants. 

14. Claims 11,16, and 17 are rejected under 35 U.S.C. 103(a) as being obvious over the WO 
Patent Application 95/1 5309. Application of the WO Patent Application £ 309 is the same as in 
the above rejection of claims 1, 2, 4-7, 15, and 19. The WO Patent Application '309 does not 
describe the subjects being treated for tumors as being otherwise free of symptoms calling for 
hemopoietic stimulation, as having normal hemopoietic activity, or as being HIV negative. 
However, the WO Patent Application '309 does not set forth any limitations on the type of 
subjects who can be treated for breast and prostate tumors and to prevent metastases. It would 
have been obvious to one of ordinary skill in the art at the time Applicants' invention was made 
to treat breast and prostate tumors and to prevent metastases according to the method of the WO 
Patent Application '309 in any subject, including those patients recited in instant claims 1 1, 16, 
and 17, because it is desirable to treat breast and prostate tumors and to prevent metastases in any 
patient in which tumors are found, and because the hemopoietic activity or HIV status of such a 
patient would not have been expected adversely to affect the patient's ability to be treated in the 
method of the WO Patent Application '309. 

15. Claims 12-14, 31, 36, and 37 are rejected under 35 U.S.C. 103(a) as being obvious over 
the WO Patent Application 95/15309 as applied against claims 1, 2, 4-7, 15, and 19 above, and 
further in view of O'Reilly et al or Brooks et al. The WO Patent Application '309 does not 
disclose combining their inhibitors with other anti-cancer or anti-angiogenic compounds in the 
treatment of tumors, and do not disclose practicing their method in combination with surgical 
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methods of tumor treatment. O'Reilly et al (see, e.g., column 14, lines 20-27) and Brooks et al 
(see, e.g., column 8, lines 13-25) disclose that it is known to combine surgical, 
chemotherapeutical, and anti-angiogenic treatments in treating tumors. It would have been 
obvious to one of ordinary skill in the art at the time Applicants' invention was made to combine 
the tumor treatment of the WO Patent Application £ 309 with other known methods of treating 
tumors, including surgery or treatment with other anti-tumor compounds including angiogenesis 
inhibitors, because O'Reilly et al and Brooks et al show that it is routine in the cancer therapy 
arts to combine treatments in order to optimize treatment of the cancer. 
16. Claims 1-8, 15, and 18 are rejected under 35 U.S.C. 103(a) as being obvious over 
Zimmerman et al (U.S. Patent No. 5,767,242) in view of Bachovchin (U.S. Patent No. 
5,965,532). Zimmerman et al teach treating cancer associated with reactive stromal fibroblasts, 
including epithelial cancers such as breast, lung, pancreatic, and colorectal cancers, and 
including bone and soft tissue sarcomas, by inhibiting FAP-a (see, e.g., column 1, line 37 - 
column 2, line 16, and, column 1 1, line 9 - column 12, line 8). Zimmerman et al also disclose 
that FAP-a comprises three segments corresponding to highly conserved catalytic domains 
characteristic of serine proteases such as DPPIV (see, e.g., column 5, lines 38-33, and Table 2). 
Zimmerman et al do not teach using as an FAP-a inhibitor a compound of Applicants' Formula I 
or a compound such as Val-boro-Pro. Firstly, because the most common structure for an enzyme 
inhibitor is a ligand bound to a reactive group, it would have been obvious to use an inhibitor of 
such a structure (i.e. the structure of Applicants' Formula I) to inhibit FAP-a in the method of 
Zimmerman et al in order to treat cancer. Secondly, because of the analogous structures of FAP- 
a and DPP-IV, and because inhibitors of one enzyme are commonly used to inhibit other 
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enzymes which are members of the same class, it would have been obvious to one of ordinary 
skill in the art at the time Applicants' invention was made use Val-boroPro, which Bachovchin 
teaches is a known inhibitor with the highest affinity for DPP-IV (see, e.g., column 3, lines 13- 
34), to inhibit FAP-a and thereby treat cancer according to the method of Zimmerman et al. 

17. Claims 1 1, 16, and 17 are rejected under 35 U.S.C. 103(a) as being obvious over 
Zimmerman et al (U.S. Patent No. 5,767,242) in view of Bachovchin (U.S. Patent No. 
5,965,532). Application of Zimmerman et al and Bachovchin is the same as in the above 
rejection of claims 1-8, 15, and 18. Zimmerman et al do not describe the subjects being treated 
for cancer as being otherwise free of symptoms calling for hemopoietic stimulation, as having 
normal hemopoietic activity, or as being HIV negative. However, Zimmerman et al do not set 
forth any limitations on the type of subjects who can be treated for cancer. It would have been 
obvious to one of ordinary skill in the art at the time Applicants' invention was made to treat 
breast and prostate tumors and to prevent metastases according to the method of Zimmerman et 
al as modified above by Bachovchin in any subject, including those patients recited in instant 
claims 1 1, 16, and 17, because it is desirable to treat cancer in any patient in which tumors are 
found, and because the hemopoietic activity or HIV status of such a patient would not have been 
expected adversely to affect the patient's ability to be treated in the method of Zimmerman et al 
in view of Bachovchin, and because Zimmerman et aPs proposed mechanism for treatment is 
independent of a patient's hemopoietic activity or HIV status. 

18. Claims 12-14, 19, 31, 36, and 37 are rejected under 35 U.S.C. 103(a) as being obvious 
over Zimmerman et al (U.S. Patent No. 5,767,242) in view of Bachovchin (U.S. Patent No. 
5,965,532) as applied against claims 1-8, 15, and 18 above, and further in view of O'Reilly et al 
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or Brooks et al. Zimmerman et al do not disclose combining their inhibitors with other anti- 
cancer or anti-angiogenic compounds in the treatment of tumors, and do not disclose practicing 
their method in combination with surgical methods of tumor treatment. O'Reilly et al (see, e.g., 
column 14, lines 20-27) and Brooks et al (see, e.g., column 8, lines 13-25) disclose that it is 
known to combine surgical, chemotherapeutical, and anti-angiogenic treatments in treating 
tumors. It would have been obvious to one of ordinary skill in the art at the time Applicants' 
invention was made to combine the cancer treatment of Zimmerman et al as modified above by 
Bachovchin with other known methods of treating tumors, including surgery or treatment with 
other anti-tumor compounds including angiogenesis inhibitors, because O'Reilly et al and 
Brooks et al show that it is routine in the cancer therapy arts to combine treatments in order to 
optimize treatment of the cancer. 

19. With respect to the Information Disclosure Statement filed October 2, 2000, the upper- 
right hand corner of the listing recites 'Page 1 of 8"; however, the examiner found only a single 
page of listed references. If there were actually eight pages of references listed, Applicants are 
requested to re-supply the complete listing with copies of the cited references so that the 
examiner can consider them and make them of record. 

20. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jeffrey E. Russel at telephone number (703) 308-3975. The 
examiner can normally be reached on Monday-Thursday from 8:30 A.M. to 6:00 P.M. The 
examiner can also be reached on alternate Fridays. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner' s 
supervisor Christopher Low can be reached at (703) 308-2923. The fax number for Art Unit 
1653 for formal communications is (703) 305-3014; for informal communications such as 
proposed amendments, the fax number (703) 305-7401 can be used. The telephone number for 
the Technology Center 1 receptionist is (703) 308-0196. f\ IU A A 
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Primary Patent Examiner 
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June 28, 2001 



